11/22/2094 16:45 6143475089 



BOUND TREE 



PAGE 07/15 



Appl. ' 0/066,831 

Amdt. Dated 10/10/04 

Reply jo Final Office Action of 04/27/2004 



I. Remarks 

Claims 128, 131, 135-137, 147^148, and 151-155 are pending in the application 
Claim 3 1 29-1 30, 146, and 1 66-1 57 are canceled herein. A Petition for Extension of 
™ ' ; , "?^J h ® ^. quislte fee accompanies this Response. Note that this application 
USSM 10/10/066,831 is now assigned to Zivena, Inc. Zrvena is the legal owner of the 
parent of this application, as well as, ail of the sister cases listed in Table I below. 

Tablet 



Docket 

No. 

22,000(1) 



Serial 
No. 



Filing 
Date 



Title 



60/033,789 12/30/1198 



PATENT 

— No. 

Formulation and Method Expired 
for Treating Neoplasms 
by Inhalation 



22,01)0(1) ~ 097000,775 12/30/1997 Formulation and Method 6,471,943 

for Treating Neoplasms 
by Inhalation 

220(ID(1)CON1 09/675,677 06/06/2001 Formulation and Method 6,419,901 

for Treating Neoplasms 
by Inhalation 

220CO(1)CON2 09/875,680 06/08/2001 Formulation and Method 6,348.209 

for Treating Neoplasms 

™, by Inhalation 

220C0<1)CON 09/875,345 06/06/2001 Formulation and Method 6.419,900 

for Treating Neoplasms 
by Inhalation 

220Ci)(1)g711-1 09/517,915 03/03/2000 Formulation and Method 6,451,784 

for Treating Neoplasms 
_ by Inhalation 



ll. Rejection under 35 use I02fevi03^ 

Examiner has rejected Claims 128-130, 135-136, and 150 under 35 USC 102(e) 
as beir g anticipated by Kaufman. Examiner relies on Claims 1 1 and 12 of Kaufman as 
well as the abstract to assert that: 

Kaufman clearly states that his drug composition can be delivered to the lungs as a 
breathable (Inhalation) gas (aerosol). 

To facilitate the discussion that follows, Claims 11 and 12 of Kaufman and Claim 128 of 
the abc: ve-identified invention are compared in Table 2 below. 
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Table 2. 



Comparison of Claim 1 1 and 12 of Kaufman to Claim 128 of Applicants 



Kiiufman 


USSN 10/056,831 


1'i. A method of delivering a drug to 
thi* lung of an animal comprising the 
st iip of: administering a stable 
homogeneous, water-in- 
porfluorochernical liquid dispersion to 
th i) anfmal lung or a section thereof, 
Sciid dispersion comprising a 
pEirflHorechemical liquid, water, 
si rfactant and drug, said 
peirfluorochemical 
constituting greater thai 50% by 
vc ume of said dispersion, said drug 
cc itained in said dispersion in an 
effective therapeutic amount. 


128. A method of treating cancer of 
the respiratory tract in a patient in 
need of treatment which comprises 
administering by inhalation a 
pharmaceutically safe and effective 
amount of an aerosolized vesicant 
agent; wherein said vesicant anti- 
cancer agent is unencapsulated and 
wherein the particle size of said 
aerosol is from about 0.1 urn to about 
10.0 pm. 


12 . The method of daim 1 1 further 
comprising the step of delivering a 
bm«thable gas to the lung with a 
nwichanical ventilator during said 
administration. 





.4s can be clearly seen when Claim 1 1 of Kaufman is compared to Clatai 128 of 
the present invention, the method taught by Kaufman is unequivocally different from the 
method claimed herein. Kaufman Joes npi deliver a drug to the lungs.of apatient in the 
form of an aerosol. Kaufman teaches the "administration" of a wateNn-perfluorocarbon 
l iquid dispersion directly to the lungs. The liquid dispersion is placed in the lung (i.e. 
administered) using an endotracheal tube. In contrast to the method of Kaufman, in the 
practice of the method claimed herein, an aerosol of fine droplets containing the drug is 
i nhaled into the lungs by the patient being treated. 



Claim 12 of Kaufman provides that a "breathable gas* may be administered to 
the iuni j of a patient using a mechanical ventilator in addition to the administration of the 
liquid perflurocarbon dispersion. The breathable gas referred to by Kaufman is air or 
oxygen and is administered to the patient using a conventional gas ventilator. 

As would be recognized by one skilled in this art, Kaufman describes a method 
known as liquid ventilation or partial liquid ventilation (PLV). A brief discussion of the 
history of liquid ventilation can be found at the Alliance Pharmaceutical website at 
( www.g i llp.com/LiauiVent ). Alliance manufactures the only FDA approved 
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perfluorocarbon which is sold under the tradename LiquidVent® (sterile perflubron). 
The website teaches the following. 

"A breakthrough occurred in 1991, when it was discovered that liquid ventilation coufd be 
performed effectively in normal pigs without the use of a liquid ventilator. Sustained, 
highly efficient gas exchange was achieved by simply filling the lung with a PFC to a 
prescribed level (Claim 11 of Kaufman), and then reconnecting the conventional gas 
ventilator(Claim 12 of Kaufman). This discovery ... established the feasibility of a 
simplified, practical method of liquid ventilation ...[T]he PLV technique has ... been 
, shown to produce significant impr oveme nts in lung function and viabiBty in numerous 
animal studies of diseased or injured lungs. By opening dosed alveoli and keeping them 
open with lower ventilator pressures and reduced oxygen settings, and by increasing the 
now of blood to the more open portions of the lungrsetected PFCs can apparently 
minimfee lung damage and enable earlier cessation of ventilator therapy." 

Kaufman's invention is to new, stable reverse micellar wateMn-peifluorochemical 
(WIP) liquid dispersions and the use of such liquid dispersions in liquid ventilation and 
partial liquid ventilation. Col.3, lines 18-21. 

Kaufman specifically teaches that: 

... delivery of ... therapeutic agents by this-method is an enormous improvement 
over current techniques, since the active agent is uniformly distributed across the 
entirety of the alveolar space, making it available to the distant small alveolar 
seds which are not accessible bv nebulization or aerosol technologies . Col 3 r 
ines 1-6. --- • 

n discussing the benefits of liquid ventilation using the WIP dispersions of the 
invention in the treatment of cystic fibrosis, Kaufman reports that the then current 
— treatment of choice is administration of rDNAse twice per day via a metered dose 
inhaler. Kaufman goes on to say that "... if the lungs could be completely lavaged with 
Ihe rDMAse one might be able to reduce the number of treatments by an order of 
magnitude. See Col 4, lines 26-52. Clearly, Kaufman believes that liquid lavage using 
_ the Wl P dispersions is superior to administration of rDNAse as an aerosol using a 
metered dose inhaler. 

lExaminer's attention is directed to Col 8, lines 15-67 and Col 9, lines 1-4 where 
the protocol used to test various WIP liquid formulations of the Kaufman invention in 
liquid b^athing is described in detail. Specifically, at Col 8, lines 52-58, the references 
teacheu that the rodent is disconnected from the rodent ventilator, the WIP dispersion 
(liquid) is instilled into the lungs via the endotracheal tube, and then the animal is 
reconnected to the ventilator. The WIP liquid fills the lungs to the lunctional residual 
capacity volume (30 mi/kg). 

In the practice of the method claimed herein the vesicant anticancer agent is 
€iither dissolved or suspended in a liquid or gas or mixed with the pharmaceutical^ 
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acceptable excipients used to prepare a dry powder and then aerosolized to produce 
aerosol particles from about 0.1 um to about 10.0 urn. The aerosol is produced using 
conve itlonal aerosolization means known in the art, i.e., a nebuli2er, inhaler, metered 
dose inhaler or electrostatic aerosolization means. 

Kaufman does not anticipate Applicants' claimed method within the meaning of 
35 US 2 § 102(e) because as discussed herein, Kaufman describes an entirely different 
method. Kaufrnan specifically teaches aerosols containing drugs are different from the 
WIP liquid dispersions developed by Kaufrnan* See Col 3, lines 1-6. 

Kaufman does teach that Adriamycin® (doxorubicin HCI) may be delivered to the 
lungs ;iis part of a WIP liquid dispersion. However, there is nothing in Kaufrnan that 
suggests that administration of a drug to the lungs using a liquid ventilation or partial 
liquid ventilation methodology is the same as a method for administering doxorubicin as 
an aerosol to the lungs of a patient via inhalation of the aerosol. 

Until the work of Applicants which led to the filing of USSN 000,775 (now US Pat 
6,471,1)43), the parent of the above-identified application, there was no teaching or 
suggestion in the art that an anticancer drug which is a vesicant could be aerosolized 
and se Pely inhaled by the patient being treated. 

Applicants thoroughly discussed the reasons why one skilled in this art would not 
find ttki! presently claimed method obvious In view of Kaufman. In fact, Applicants 
offered evidence in the form of copies of Rule 132 Declarations filed in USSN 
09/00C ,775 the parent of this application. Examiner offers no evidence that counters 
any of :he evidence or arguments presented by Applicants in the Response filed 
12/i3/:i!003, instead Examiner dismisses Applicants arguments and evidence and 
argues that "Kaufman dearly states that his drug composition can be delivered to the 
lungs as a breathable (inhalation) gas (aerosol). It is respectfully asserted that as 
discussed above, Kaufman clearly does not state any such thing. 

leased on the evidence and arguments presented in Applicants Response filed 
12/18/1:003 and the arguments presented herein. Applicants respectfully assert that 
they have presented more than sufficient evidence and arguments to shift the burden to 
{Examiner to provide concrete evidence , not merely assertion, that Applicants analysis 
of the teachings of Kaufman is incorrect; absent such evidence, it is respectfully 
asserteid that Examiner's rejections of the claims as amended under 35 USC 
Sf102(e; /1 03(a) have been overcome. 

W. Statutory Double Patenting Rejection 

Examiner rejects Applicants' claims for double patenting over two of Applicants' 
ii«3ued |>atente; US 6,384,209 and US 6.419,901. Statutory Double Patenting or "same 
irtventian" type double patenting, prevents an inventor from obtaining more than one 
valid patent covering the same invention. This'prohibition is rooted In Section 101 of the 
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Patent Code, which provides that an inventor "may obtain a patent" (emphasis 
adde<;i) for a new invention. The word "a" in this provision has been interpreted to mean 
only cine patent may issue for each distinct scientific advance, in tb Vogef 422 F 2d 
438, -141, 164 USPQ 619, 621 (C.C.PA 1970). The court in Vogel stated that the test 
for same invention double patenting was whether the two different patents covered 
"identical subject matter" 



Table I attached to this response and made a part hereof, is a list of the claims in 
this application and in US 6,364,209 and 6,419,901; when Claim 128 the broadest claim 
in this application is compared to Claim 1 of the '209 and *901 patents it is clear that 
Claim 128 is broader in scope than either of Claim 1 in the patents. Claim 128 claims 
the us 3 of all vesicant anticancer agents in the method of the invention. Claim 1 of the 
'209 patent is limited to a specific type of vesicant anticancer agents the vinca alkaloids 
Likewi se, Claim 1 of the '901 patent is directed to the anthracydine vesicant anticancer 
agents. 

When Claims 131,135,136,137, and 147-149 are compared to the clsims of the 
'209 and '901 patents using the "identical subject matter" test it is clear that these 
claims are not identical to any of the claims of the patent. 

Based on the amendments to the claims made herein and on the analysis 
presented hereinabove it fs respectfully asserted that the Statutory Double Patenting 
rejection has been overcome and should be with drawn. 



Based on the amendments and arguments made herein, it is respectfully 
•asserted that all of Examiner's objections and rejections have been overcome and that 
this application is in condition for allowance. Examiner is respectfully requested to 
withdra w all rejections and to issue a Notice of Allowance. 



IV. Conclusion 



Respectfully submitted, 



Dated: October 10. 2004 




Patricia A. Cobum 



^oiummis, unio 43215 ' ™' ■ ™* m - ,vvn ra » " ■** 

Mailing Address: PO Box 16276, Phone: (614) 766-91 36 
Columbus Ohio 43216-6276 
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